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MULTI-FUNCTIONAL ANTIBODIES 

CROSS-REFERENCES TO RELATED APPLICATIONS 

[0001] This application is a continuation-in-part of U.S. Patent Application 
-5 No. , filed July 22, 2003 (Attorney Docket No. 02307O-130910US, Multi- 
Functional Antibodies) which is a continuation-in-part U.S. Patent Application No. 
10/350555, filed January 23, 2003, the disclosures of which are herein incorporated by 
reference in their entirety for all purposes. 

10 STATEMENT AS TO RIGHTS TO INVENTIONS MADE UNDER 

FEDERALLY SPONSORED RESEARCH AND DEVELOPMENT 
[0002] This invention was made with Government support under Grant No. CA16861 , 
awarded by the NIH/NCI to C. F. Meares. The Government has certain rights in this 
invention. 

15 

BACKGROUND OF THE INVENTION 
[0003] Over a million new cases of cancer will be diagnosed this year in the United States. 
While surgery can often provide definitive treatment of cancer in its early stages, the 
eradication of metastases is crucial to the cure of more advanced disease. Chemotherapeutic 

20 drugs are used in combinations for this purpose, with considerable success. Nonetheless, 
over half a million Americans will die from cancer this year. Progressions and relapses 
following surgery and chemotherapy/radiation are not uncommon, and in most cases the 
second line of treatment is of limited use. Despite the expenditure of large amounts of public 
and private resources over many years, better treatments for cancer are sorely needed. 

25 [0004] Currently there are approximately 100 antineoplastic drugs on the market. Their 
systemic use is associated with undesirable side effects including toxicity to normal cells, 
which limits the doses used for treatment of the disease. Most pharmaceuticals consist of 
small organic molecules, which effectively traverse cell membranes and become widely 
distributed through the body. As reviewed by Langer, polymer-based pharmaceutical agents 

30 provide a variety of new approaches to safer and better therapies (see, Langer R, Nature, 392 
(6679) SUPPS: 5-10 (1998)). Polymers and other macromolecules do not traverse 
membranes; however, they may be selectively accumulated in the interstitial space of a 
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LICENSE FOR FOREIGN FILING UNDER 
Title 35, United States Code, Section 184 
Title 37, Code of Federal Regulations, 5.11 & 5.15 



GRANTED 



The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where 
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been qranted 
under 37 CFR 5.13 or 5.14. 



This license is to be retained by the licensee and may be used at any time on or after the effective date thereof 
unless it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 
1.53(d). This license is not retroactive. 



The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject 
matter as imposed by any Government contract or the provisions of existing laws relating to espionage and the 
national security or the export of technical data. Licensees should apprise themselves of current regulations 
especially with respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, 
Department of State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Office of 
Export Administration, Department of Commerce (15 CFR 370.10 (j)); the Office of Foreign Assets Control 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 



NOT GRANTED 

No license under 35 US.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 
5.12, if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has lapsed from the filing date of this application and the licensee has not received any indication of a secrecy 
order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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